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WHAT IS CLAIMED IS: 



A compound having the formula (I): 




wherein 



-C(R 5 )(R 6 )- 



X is a member 
-C(R 5 )= -S(O)-, - 
Z is a member 



selected from the group consisting of a bond, -C(O)-, 
S(OV- and -N= 

selected from the group consisting of a bond, -N=, -O-, -S-, 



-N(R 17 )- and -C(R 7 )=, with the provisdtthat X and Z are not both a bond; 

L is a member selected from the group consisting of a bond, C(0)-(Ci- 
C 8 )alkylene, (C r C 8 )alkylene and (C 2 -C 8 )hdteroalkylene; 

Q is a member selected from the grouaxonsisting of a bond, (Ci- 
C 8 )alkylene, (C 2 -C 8 )heteroalkylene, -C(O)-, -oVo)/h(R 8 )C(0)-, -CH 2 CO-, -CH 2 SO- 
and -CH 2 S0 2 -; \ W 

optionally L and Q can be linked together to form a 5- or 6-membered 
heterocyclic group having from 1 to 3 heteroatoms; 

R l and R 2 are members independently selected from the group consisting 
of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, aryl and heterqarylW optionally are combined to 
form a 3 to 8-membered ring having from 0 to 2 heteroatonAas ring vertices; 

optionally R 2 and L can be linked together to fo^n a 5- or 6-membered 
heterocyclic group having from 1 to 4 heteroatoms; 

R 3 is a member selected from the group consisting <5f hydroxy, (Ci- 
C 8 )alkoxy, amino, (Ci-C 8 )alkylamino, di(Ci-C 8 )alkylamino, (C 2 -C 8 )fteteroalkyl, (C3- 
C9)heterocyclyl, (Ci-C 8 )acylamino, amidino, guanidino, ureido, cyano,>Jjeteroaryl, 
-CONR 9 R 10 and -CC^R 1 1 ; 

R 4 is a member selected from the group consisting of (Ci-C 2 )Oalkyl 5 (C 2 - 
C 20 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C 6 )alkyl, heteroaryl(C 2 -C 6 )hef^roalkyl, 
aryl(Ci-C 6 )alkyl and aryl(C 2 -C 6 )heteroalkyl; 

R 5 and R 6 are each members independently selected from the grouf 
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nsisting of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, heteroaryl and aryl, or optionally R 5 
andvK 6 are combined to form a 3- to 7-membered ring; 

R 7 and R 8 are each members independently selected from the group 
consisting of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, heteroaryl and aryl, 

each R 9 , R 10 and R 1 1 is independently selected from the group consisting 
of H, (Ci-C&alkyl, (C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C 6 )alkyl, 
heteroaryl(C 2 \ 8 )heteroalkyl, aryl(Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl; 

and Y 2 are each members independently selected from the group 
consisting of <?(rV)= -N=, -O-, -S- and-N(R 13 )-; 

Y 3 is ^member selected from the group consisting of N and C wherein the 
carbon atom shares a double bond with either Z or Y 4 ; and 

Y 4 is a member selected from the group consisting of -N(R 14 )-, -C(R 14 )=, 
-N= and -N(R 14 )-C(R 15 )(R 1 V, wherein 

each R 12 is a nVnber independently selected from the group consisting of 
H, halogen, hydroxy, amino, alk^lami/o, dialkylamino, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, 
heteroaryl and aryl, or optionally wlotY 1 and Y 2 are both -C(R 12 )= the two R 12 groups 
can be combined to form a substituted or unsubstituted 5- to 6-membered cycloalkyl, 
heterocycloalkyl, aryl or heteroaryl ring: or optionally when Y 1 is -C(R l2 )= and X is - 
C(R 5 )= or -C(R 5 )(R 6 )-, R 12 and R 5 can bescombined to form a substituted or unsubstituted 

5- to 6-membered cycloalkyl, heterocycloalkyl, aryl or heteroaryl ring; 
R 13 is a member selected from tfre group consisting of H, (Ci-C 8 )alkyl, 

(C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(cyC 6 )alkyl, heteroaryl(C 2 -C 8 )heteroalkyl, 
aryl(Ci-C 8 )alkyl and aiyl(C 2 -C 8 )heteroalkyl; 

R 14 is a member selected from the gro\ro consisting of (Ci-C 8 )alkyl, (C 2 - 
C 8 )heteroalkyl, aryl(Ci-C 8 )alkyl, aryl(C 2 -C 8 )heteroalk^ heteroaryl(Ci-C 8 )alkyl, 
heteroaryl(C 2 -C 8 )heteroalkyl, heteroaryl and aryl; 

R 15 and R 16 are each members independentlySgelected from the group 
consisting of H, (Ci-C 8 )alkyl and (C 2 -C 8 )heteroalkyl; and 

R 17 is a member selected from the group consisting of H, (CrC 8 )alkyl, 
(C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C 6 )alkyl, hetero^ryl(C 2 -C 8 )heteroalkyl, 
aryl(Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl, or optionally when Y 2 i\-C(R 12 )= or - 
N(R 13 )-, R 17 can be combined with R 12 or R 13 to form a substituted or ^substituted 5- to 

6- membered cycloalkyl, heterocycloalkyl, aryl or heteroaryl ring; 

with the proviso that when the Y 3 -containing ring system is 
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63 Vuinazolinone or quinolinone ring system, and R 4 -Q- is substituted or unsubstituted (C 5 - 

64 CiOalkyl, then R 3 -L- is other than substituted or unsubstituted (C2-Cg)alkylene or a 

65 substituted or unsubstituted (C2-C8)heteroalkylene attached to -NR'R", wherein R' and 

66 R" are independently selected from the group consisting of hydrogen and (Ci-Cg)alkyl, or 

67 optionall\are combined with the nitrogen atom to which each is attached to form a 5-, 6- 

68 or 7-membe^d ring. 

1 \ A compound of Claim 1, wherein Y 4 is -N(R 14 )- wherein R 14 is 

2 selected from the group consisting of aryl and heteroaryl. 



3. A compound of Claim 1, wherein X is -C(O)- 

4. A compound of Claim 1 , wherein Z is -N=. 

5. A compound of Claim 1, wherein Y 1 and Y 2 are each -C(R ,2 )= 
wherein the two R 12 groups are combined to form a fused 6-membered aryl or heteroaryl 

\ ^ 

6. A compound of Claim 1, wherein X is -C(O)-; Z is -N=; Y 3 is C; and 
Y 1 and Y 2 are each -C(R 12 )=. 

7. A compound of Claim 6, Vherein the two R 12 groups are combined to 
form a fused 6-membered substituted or unsubstituted aryl or heteroaryl ring. 

8. A compound of Claim 6, wherehi Y 4 is -N(R 14 )-. 

9. A compound of Claim 6, wherein Y? is -C(R 14 )=. 

10. A compound of Claim 7, wherein Y 4 isVN(R 14 )-. 

1 1. A compound of Claim 7, wherein Y 4 is — C(R 14 )=. 

12. A compound of Claim 1, wherein L is (Ci-C8)al^ylene. 

13. A compound of Claim 1, wherein Q is -C(O)-. 

14. A compound of Claim 1, wherein R 4 is selected from the group 
consisting of (Cs-Cis)alkyl, substituted or unsubstituted phenyl and biphenj 
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15. A compound of Claim 1, wherein R 3 is selected from the groi 
consisting of (Ci-C 8 )alkoxy, (Ci-C8)alkylamino, di(Ci-C 8 )alkylamino, (C2- 
C8)heteroalkyl, (C3-C9)heterocyclyl, (Ci-C8)acylamino, cyano, heteroaryl, ^CONR 9 R 10 
and -CO2R 11 . 

16. A compound of Claim 1, wherein R 1 and R 2 are independently selected 
from the group consisting of H and (Ci-C 4 )alkyl. 

17. A compound of Claim 1, wherein Y 3 is C ajfci the carbon atom shares a 
double bond with Z. 

18. A compound of Claim 1, wherein X /-C(R 5 )(R 6 )-; Y 4 is -N(R 14 )-, 
wherein R 14 is substituted or unsubstituted aryl or hej&roaryl; Y 3 is C; Z is -N=; and Y l 
and Y 2 are each -C(R 12 )= 



19. A compound of Clatfn/^, Wherein X is -CH 2 - and the R 12 groups are 
combined to form a substituted or unsubstituted aryl or heteroaryl ring. 

20. A compound of ClanA 1, wherein X is -C(R 5 )=; Y 4 is -C(R 14 )= 
wherein R 14 is substituted or unsubs^uited aryl or heteroaryl; Y 3 is C; Z is -N=; and Y 1 
and Y 2 are each -C(R 12 )= 

21. A compound of Claim 20, wherein R 1 is H. 

22. A compound of Claim 1, wherein X is a bond; Y 4 is -N(R 14 )-, wherein 
R 14 is substituted or unsubstituted aryl or heteroaryl; Y 3 is C; Z is -N=; and Y 1 and Y 2 are 
each-C(R 12 )=. 

A compound of Claim 22, wherein the R 12 groups are combined to 
form a substituted or unsubstituted aryl or heteroaryl ring. 

24. A compound of Claim 22, wherein R 1 is H. 

25. A compound of Claim 1, wherein X is -C(R 5 )=; Y 4 is -C(R 14 )=, 
wherein R 14 is substituted or unsubstituted aryl or heteroaryl; Y 3 is C; Z is -C(R 7 )=; and 

and Y 2 are each -C(R 12 )=. 
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16. A compound of Claim 25, wherein R 5 and R 12 are combined to form a 
5- or 6-membere\ substituted or unsubstituted aryl or heteroaryl ring. 

27. Acompound of Claim 25, wherein R 1 is H. 

28. A compound of Claim 1, wherein X is a bond; Z is -N= or -N(R 17 )-; 
Y 4 is -C(R 14 )= wherein R 14 is substituted or unsubstituted aryl or heteroaryl; Y 1 is 
selected from the group coasting of -O-, -S- and -N(R 13 )-; and Y 2 is -C(R l2 )= 

29. A compound of Claim 28, wherein Y 1 is -O- and Z is -N= 

30. A compound Claim 28, wherein Y 1 is -S- and Z is -N= 

31. A compound of OJaim 28, wherein Y 1 is -N(R 13 )- and Z is -N= 

32. A compound of ClaiWi 1, wherein X is -S0 2 - ; Y 4 is -N(R 14 )=, wherein 
R 14 is substituted or unsubstituted aryl onheteroaryl; Y 3 is C; Z is -N= or -C(R 7 )=; and Y 1 
and Y 2 are each -C(R 12 )=. \ ^ 

33. A compound of Claim 32, wherein R 1 is H. 

34. A compound of Claim 1, wherein X is a bond; Z is -O-, -S- or 
-N(R 17 )-; Y 1 is -N= or -N(R 13 )-; Y 2 is -C(R 12 )=; a^d Y 4 is -C(R 14 )= wherein R 14 is 
substituted or unsubstituted aryl or heteroaryl. 

35. A compound of Claim 34, wherein VI is -N= and Z is -O-. 

36. A compound of Claim 34, wherein Y 1 isVN= and Z is -S-. 

37. A compound of Claim 34, wherein Z is -N(^l 17 )-. 

38. A compound of Claim 34, wherein R 1 is H 

39. A compound of Claim 1, wherein X is a bond; YVs -N(R 13 )- or =N-; 
Y 2 is -C(R l2 )=; Y 3 is C; Y 4 is -C(R 14 )= wherein R 14 is substituted or Unsubstituted aryl or 
heteroaryl; and Z is -N(R 17 )- or =N-, with the proviso that Y 1 and Z are\jot both =N-. 

40. A compound of Claim 1, wherein X is a bond; Y 1 and ri are each 
independently -C(R 12 )=; Y 3 is C; Y 4 is -C(R 14 )= wherein R 14 is substituted ^ 
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41. A compound of Claim 40, wherein fhe two R groups are combined to 
form a fused 5- or 6-membered substituted or unsubstituted aryl or heteroaryl ring. 

42. A compound of Claim 1, whenfein X is -C(O)-; Y 1 is -N(R 13 )-; Y 2 is 
-N=; Y 3 is C; Y 4 is -N(R 14 )- wherein R 14 is substituted or unsubstituted aryl or heteroaryl; 
and Z is a bond. 

43. A compound of Claim 42, wherein R 1 is H. 
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44. A compound of Cla/m 1, wherein X is-C(O)-; Z is -N(R 17 )- wherein 
R 17 is substituted or unsubstituted aryl or heteroaryl; Y 1 and Y 2 are each independently 
-C(R 12 )=; Y 3 is C; and Y 4 is -N= V 

45. A compound^ of Claim 44, wherein R 1 is H. 

46. A compound of Claim 1, wherein X and Z are -N=, Y 1 and Y 2 are each 
independently -C(R 12 )=; V 5 is C; and Y 4 is -C(R 14 )= wherein R 14 is a substituted or 
unsubstituted aryl or heteroaryl group. 

47. /ycompound of Claim 46, wherein R 1 is H. 

48^ A compound of Claim 1, wherein X is -C(O)-; Y 4 is 
-N(R 14 )-C(R 5 )fl( 6 )-; wherein R 14 is substituted or unsubstituted aryl or heteroaryl; Y 1 and 
Y 2 are each independently -C(R 12 )=; Y 3 is C; and Z is -N=. 

49. A compound of Claim 48, wherein R 1 is H. 

50. A compound of Claim 1, wherein the Y 3 -containing ring system is 
selected from the group consisting of quinoline, quinazoline, naphthalene, quinolinone, 
qu)nazolinone, triazolinone, pyrimidin-4-one, benzimidazole, thiazole, imidazole, 

idine, pyrazine and benzodiazepine. 
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A compound of Claim 1, having the formula (III): 



O 

h si 

ssss 



Pi I 



2 
3 
4 
5 
6 
7 
8 
9 
10 
11 
12 
13 
14 
15 
16 
17 
18 
19 
20 
21 
22 

1 

1 



1 
2 
3 




X -N' R 



14 



R 4 -CT N ^L-R 3 
III 



wherein 



A 4 is C or N; 

X is -CO-, -CH 2 - &r a bond; 
R 1 and R 2 are each members independently selected from the group consisting of 
Hand (C,-C 4 )\lkyl; 

R 14 is a substituted or uhsubstituted member selected from the group consisting of 

phenyl, pyridyl, tijiazolyl, thienyl and pyrimidinyl; 
Q is -CO-; 
L is (Ci-C8)alkylene; 
the subscript n is an integer oY from 0 to 4; and 

each R a is independently selected from the group consisting of halogen, -OR', 

-OC(0)R\ -NR'R", -SR^ -R\ -CN, -N0 2 , -C0 2 R', -CONR'R", -C(0)R\ 
-OC(0)NR'R", -NR''C(0)R\ -NR"C(0) 2 R\ ,-NR'-C(0)NR"R"', 
-NH-C(NH 2 )=NH, -NR'C(NH 2 )=NH, -NH-C(NH 2 )=NR\ -S(0)R\ - 
S(0) 2 R\ -S(0) 2 NR'R", -N 3 ,\cH(Ph) 2 , perfluoro(Ci-C 4 )alkoxy, and 
perfluoro(Ci-C4)alkyl, wherein R', R" and R"' are each independently 
selected from the group consisting of H, (Ci-C8)alkyl, (C 2 -Cs)heteroalkyl 5 
unsubstituted aryl, unsubstituted heteroaryl, (unsubstituted aryl)-(Ci- 
C 4 )alkyl, and (unsubstituted aryl)oxy-(Ci-C 4 )alkyl. 

52. A compound of Claim 51, wherem X is -C(O)-. 

53. A compound of Claim 51, wherein 3£ is -CH 2 -. 

54. A compound of Claim 5 1 , wherein X If a bond. 

55. A compound of Claim 51, wherein R 4 isWbstituted or unsubstituted 
benzyl, wherein said substituents are selected from the grouA consisting of halogen, 
halo(Ci-C4)alkyl, halo(Ci-C4)alkoxy, cyano, nitro, and phenyf 
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56. A compound of Claim 51, wherein R 14 is selected from the group 
consisting of substituted phenyl, substituted pyridyl, substituted thiazolyl and substituted 
thienyl, wherein the\ubstituents are selected from the group consisting of cyano, halogen 
(Ci-C 8 )alkoxy, (C,-CgWkyl, (C 2 -C 8 )heteroalkyl, CONH 2 , methylenedioxy and 
ethylenedioxy. \ 

57. A compound of Claim 51, wherein R 14 is substituted phenyl, wherein 
the substituents are selected from the group consisting of cyano, halogen, (Ci-C 8 )alkoxy, 
(Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl;sCONH 2 , methylenedioxy and ethylenedioxy. 

58. A compound of Claim 51, wherein R 4 is substituted or unsubstituted 
benzyl, wherein said substituents are selected from the group consisting of halogen, 
halo(Ci-C4)alkyl, halo(Ci-C 4 )alkoxy, cyatoo, nitro and phenyl, and R 14 is substituted 
phenyl, wherein the substituents are selecteel from the group consisting of cyano, halogen, 
(Ci-C 8 )alkoxy, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, CONH 2 , methylenedioxy and 
ethylenedioxy. 

59. A compound of Claim 51, wheretn R l is selected from the group 
consisting of methyl, ethyl and propyl, and R 2 is hydrogen. 

60. A compound of Claim 5 1 , wherein R 1 and R 2 are each methyl. 

61. A compound of Claim 51, wherein R 3 is selected from the group 
consisting of (Ci-C 8 )alkoxy, amino, (Ci-C 8 )alkylamino, di(Ci-UR)alkylamino, (C 2 - 
C 8 )heteroalkyl, (C3-C9)heterocyclyl and heteroaryl. \ 

62. A compound of Claim 51, wherein R 3 is selected ijrom the group 
consisting of substituted or unsubstituted pyridyl and substituted or unsubstituted 
imidazolyl. \ 

63. A compound of Claim 51, wherein L is (Q -Chalky lene\ 

64. A compound of Claim 51, wherein X is -CO-; R 1 and R 2 arkeach 
independently selected from the group consisting of H, methyl and ethyl; R 14 is phenyl; ; 
L is methylene, ethylene or propylene, R 3 is selected from the group consisting of \ 
substituted or unsubstituted pyridyl and substituted or unsubstituted imidazolyl; R 4 is\ 
substituted or unsubstituted benzyl, wherein said substituents are selected from the groufo 
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insisting of halogen, halo(Ci-C4)alkyl, halo(Ci-C4)alkoxy, cyano, nitro, and phenyl; and 
ea\ch R a is selected from the group consisting of halogen, -OR', -OC(0)R', -NR'R", -SR', 
-R'\-CN, -N0 2 , -C0 2 R', -CONR'R", -C(0)R', -NR"C(0)R', -NR'-C(0)NR"R"', 
perfmoro(C|-C4)alkoxy, and perfluoro(Ci-C4)alkyl, wherein R', R" and R'" are each 
independently selected from the group consisting of H, (Ci-C 8 )alkyl, (C2-Cs)heteroalkyl, 
unsubsntuted aryl, unsubstituted heteroaryl, (unsubstituted aryl)-(Ci-C4)alkyl, and 
(unsubstituted aryl)oxy-(Ci-C4)alkyl. 



1 \ 65. A compound of Claim 51, wherein said compound is selected from the 

2 group consisting of: 



OCH2CH3 




OCH2CH3 





N 



66. A pharmaceutical composition comprising a pharmaceutically 
acceptable carrier or excipient ari^i a compound having the formula (I): 



L R J 



wherein 

X is a member selected fromXhe group consisting of a bond, -C(O)-, 
-C(R 5 )(R 6 )-, -C(R 5 )= -S(O)-, -S(0) 2 - and-N*; 
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8 X is a member selected from the group consisting of a bond, -N=, -O-, -S-, 

9 -N(R 17 )- and -C(V)= with the proviso that X and Z are not both a bond; 

10 L is \ member selected from the group consisting of a bond, C(0)-(Ci- 

1 1 C 8 )alkylene, (Ci-Cg)aikylene and (C 2 -C 8 )heteroalkylene; 

12 Q is a member selected from the group consisting of a bond, (Q- 

13 C 8 )alkylene, (C 2 -C 8 )heter\lkylene, -C(O)-, -OC(O)-, -N(R 8 )C(0)-, -CH 2 CO-, -CH 2 SO- 

14 and-CH 2 S0 2 -; 

15 optionally L anci Q can be linked together to form a 5- or 6-membered 

16 heterocyclic group having from \to 3 heteroatoms; 

17 R 1 and R 2 are members independently selected from the group consisting 

18 of H, (Ci-Cg)alkyl, (C 2 -C 8 )heteroalkyL aryl and heteroaryl, or optionally are combined to 

19 form a 3 to 8-membered ring having from 0 to 2 heteroatoms as ring vertices; 

20 optionally R 2 and L can beSlinked together to form a 5- or 6-membered 

21 heterocyclic group having from 1 to 4 heterc 

22 R 3 is a member selected from f^e fer^up consisting of hydroxy, (Ci- 

23 C 8 )alkoxy, amino, (Ci-C8)alkylamino, di(Ci-C 8 )dkylamino, (C 2 -C 8 )heteroalkyl, (C 3 - 

24 CsOheterocyclyl, (Ci-Cg)acylamino, amidino, guanifiino, ureido, cyano, heteroaryl, 

25 -CONR 9 R 10 and -CC^R 1 1 ; 

26 R 4 is a member selected from the groupVonsisting of (Ci-C 2 o)alkyl, (C 2 - 

27 C 2 o)heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C6)alkyl,Njeteroaryl(C 2 -C6)heteroalkyl, 

28 aryl(C i -C 6 )alkyl and aryl(C 2 -C 6 )heteroalkyl; 

29 R 5 and R 6 are each members independently selected from the group 

30 consisting of H, (Ci-Cg)alkyl, (C 2 -Cs)heteroalkyl, heteroaryl ai^ wyh or optionally R 5 

31 and R 6 are combined to form a 3- to 7-membered ring; 

32 R 7 and R 8 are each members independently selected ffom the group 

33 consisting of H, (Ci-C8)alkyl, (C 2 -Cs)heteroalkyl, heteroaryl and ary^ 

34 each R 9 , R 10 and R u is independently selected from the group consisting 

35 of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C 6 )a|kyl, 

36 heteroaryl(C 2 -C 8 )heteroalkyl, aryl(Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl; 

37 Y 1 and Y 2 are each members independently selected from the g^pup 

38 consisting of -C(R i2 )= -N= -O-, -S- and -N(R 13 )-; 

39 Y 3 is a member selected from the group consisting of N and C wherein the 

40 carbon atom shares a double bond with either Z or Y 4 ; and 

41 Y 4 is a member selected from the group consisting of -N(R 14 )-, -C(R 14 ) 3 
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f= and -N(R 14 )-C(R 15 )(R 16 )-> wherein 

each R 12 is a member independently selected from the group consisting of 
H, halogen, hydroxy, amino, alkylamino, dialkylamino, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, 
heteroaryl and aryl, or optionally when Y 1 and Y 2 are both -C(R 12 )= the two R 1 2 groups 
can be combined to form a substituted or unsubstituted 5- to 6-membered cycloalkyl, 
heterocyclWkyl, aryl or heteroaryl ring; or optionally when Y l is -C(R 12 )= and X is - 
C(R 5 )= or -G(R 5 )(R 6 )-, R 12 and R 5 can be combined to form a substituted or unsubstituted 

5- to 6-membeted cycloalkyl, heterocycloalkyl, aryl or heteroaryl ring; 

Rl 3 is a member selected from the group consisting of H, (Ci-C 8 )alkyl, 
(C 2 -C 8 )heteroalky\ heteroaryl, aryl, heteroaryl(Ci-C 6 )alkyl, heteroaryl(C 2 -C 8 )heteroalkyl, 
aryl(Ci -C 8 )alkyl and\aryl(C 2 -C 8 )heteroalkyl; 

R 14 is ^member selected from the group consisting of (Ci-C 8 )alkyl, (C 2 - 
C 8 )heteroalkyl, aryl(Ci-<E 8 )alkyl, aryl(C 2 -C 8 )heteroalkyl, heteroaryl(Ci-C 8 )alkyl, 
heteroaryl(C 2 -C 8 )heteroalWl, h^fedbaryl and aryl; 

R 15 and R 16 ate iaxAymembers independently selected from the group 
consisting of H, (Ci-C 8 )alkyl kid (C 2 -C 8 )heteroalkyl; and 

R 17 is a memberWected from the group consisting of H, (Ci-C 8 )alkyl, 
(C 2 -C 8 )heteroalkyl, heteroaryl, am, heteroaryl(Ci-C 6 )alkyl, heteroaryl(C 2 -C 8 )heteroalkyl, 
aryl(Ci-C 8 )alkyl and aryl(C 2 -C 8 )hetWoalkyl, or optionally when Y 2 is -C(R 12 )= or - 
N(R 13 )-, R 17 can be combined with R \ or R 13 to form a substituted or unsubstituted 5- to 

6- membered cycloalkyl, heterocycloallqri, aryl or heteroaryl ring; 

with the proviso that wheiMie Y 3 -containing ring system is a 
quinazolinone or quinolinone ring system, and R 4 -Q- is substituted or unsubstituted (C5- 
Cis)alkyl, then R 3 -L- is other than substituteaSpr unsubstituted (C 2 -C 8 )alkylene or a 
substituted or unsubstituted (C 2 -C 8 )heteroalkyldne attached to -NR'R", wherein R' and 
R" are independently selected from the group consisting of hydrogen and (Ci-C 8 )alkyl, or 
optionally are combined with the nitrogen atom to \hich each is attached to form a 5-, 6- 
or 7-membered ring. 

67. A composition of Claim 66, wherein V 4 is -N(R 14 )- wherein R 14 is 
selected from the group consisting of aryl and heteroaryl 

68. A composition of Claim 66, wherein X is ^(O) 

69. A composition of Claim 66, wherein Z is -N- 
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). A composition of Claim 66, wherein Y 1 and Y 2 are each -C(R 12 )= 
wherein the two \ u groups are combined to form a fused 6-membered aryl or heteroaryl 
ring. 

71. ^composition of Claim 66, wherein X is -C(O)-; Z is -N=; Y 3 is C; 
and Y 1 and Y 2 are each -C(R 12 )= wherein the two R 12 groups are combined to form a 
fused 6-membered substituted or unsubstituted aryl or heteroaryl ring. 

72. A composition of Claim 66, wherein L is (Ci-C8)alkylene. 

73. A composition of Claim 66, wherein Q is -C(O)-. 

74. A composition of Claim 66, wherein R 4 is selected from the group 
consisting of (C5-Ci5)alkyl, substituted or unsubstituted phenyl and biphenyl. 

75. A composition of Claim 66, wherein R 3 is selected from the group 
consisting of (Ci-C8)alkoxy, (Ci-Cg)alkylamino, di(Ci-Cg)alkylamino, (C2- 
Cg)heteroalkyl, (C3-C9)heterocycly^, (Ci^8)acylamino, cyano, heteroaryl, -CONR 9 R 10 
and -C0 2 R u . 



76. A composition of Qlaim 66, wherein R 1 and R 2 are independently 
selected from the group consisting of t^and (Ci-COalkyl. 

77. A composition of Clah\i 66, wherein Y 3 is C and the carbon atom 
shares a double bond with Z. 

78. A composition of Claim 66, wherein the Y 3 -containing ring system is 
selected from the group consisting of quinoline, quinazoline, naphthalene, quinolinone, 
quinazolinone, triazolinone, pyrimidin-4-one, Wfnzimidazole, thiazole, imidazole, 
pyridine, pyrazine and benzodiazepine. 



79. A composition of Claim 66, wherein the compound has the formula 



(III): 




R 4_ Q -N~ L _]b3 
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\ A 4 isCorN; 
\ X is -CO-, -CH 2 - or a bond; 

\ R 1 and R 2 are each members independently selected from the group 
consistin^of H and (Ci-C4)alkyl; 

\ R 14 is a substituted or unsubstituted member selected from the group 
consisting of phenyl, pyridyl, thiazolyl, thienyl and pyrimidinyl; 
qY-CO-; 
L is cCi-C8)alkylene; 

the subscript n is an integer of from 0 to 4; and 

each R a isVindependently selected from the group consisting of halogen, - 
OR', -OC(0)R\ -NR'R'\ -$jR\ -R\ -CN, -N0 2 , -C0 2 R\ -CONR'R", -C(0)R\ 
-OC(0)NR'R", -NR"C(0)r\nR"C(0) 2 R', ,-NR'-C(0)NR"R"\ -NH-C(NH 2 )=NH, - 
NR'C(NH 2 )=NH, -NH-C(NH 2 )VlR' , /3to)R ' , -S(0) 2 R\ -S(0) 2 NR'R", -N 3 , -CH(Ph) 2 , 
perfluoro(Ci-C 4 )alkoxy, and perfl^rcaQ-C^alkyl, wherein R\ R" and R'" are each 
independently selected from the grow consisting of, (Ci-C8)alkyl, (C 2 -Cg)heteroalkyl, 
unsubstituted aryl, unsubstituted hetero^ryl, (unsubstituted aryl)-(Ci-C4)alkyl, and 
(unsubstituted aryl)oxy-(C i -C^alkyl. \ 

80. A composition in accordance with Claim 79, wherein X is -C(O)-. 

81. A composition in accordance ^rith Claim -79, wherein X is -CH 2 -. 

82. A composition in accordance witlr£laim 79, wherein X is a bond. 

83. A composition in accordance with CUftm 79, wherein R 4 is substituted 
or unsubstituted benzyl, wherein said substituents are selected from the group consisting 
of halogen, halo(Ci-C 4 )alkyl, halo(Ci-C4)alkoxy, cyano, nitrcXand phenyl. 



84. A composition in accordance with Claim 79, vJtoerein R 14 is selected 
from the group consisting of substituted phenyl, substituted pyridyl^ubstituted thiazolyl 
and substituted thienyl, wherein the substituents are selected from the group consisting of 
cyano, halogen, (Ci-Cg)alkoxy, (Ci-Cg)alkyl, (C 2 -C8)heteroalkyl, COJ 
methylenedioxy and ethylenedioxy. 
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1 8£. A composition in accordance with Claim 79, wherein R 1 is selected 

2 from the group consisting of methyl, ethyl and propyl, and R 2 is. 

1 86. A imposition in accordance with Claim 79, wherein R 1 and R 2 are 

2 each methyl. 

1 87. A composition in accordance with Claim 79, wherein R 3 is selected 

2 from the group consisting of substituted or unsubstituted pyridyl and substituted or 

3 unsubstituted imidazolyl. 

1 88. A composition in\ccordance with Claim 79, wherein L is (Ci- 

2 C 4 )alkylene. 

1 89. A composition in accordance with Claim 79, wherein X is —CO-; R 

9 2 and R 2 are each independently selected fromMie group consisting of, methyl and ethyl; 

M 3 R 14 is selected from the group consisting of substituted or unsubstituted phenyl; L is 

in 3 \ 

i ?f 4 methylene, ethylene or propylene, R is selected ftpm the group consisting of substituted 



.L.3 



5 or unsubstituted pyridyl and substituted or unsubstituted imidazolyl; R is substituted or 

6 unsubstituted benzyl, wherein said substituents are selected from the group consisting of 



FIJ 

Pi s 7 halogen, halo(Ci-C 4 )alkyl, halo(Ci-C 4 )alkoxy, cyano, nitro, and phenyl; and each R a is 

M 8 selected from the group consisting of halogen, -OR', -OC(Q)R\ -NR'R", -SR\ -R\ -CN, 

h 9 -N0 2 , -C0 2 R\ -CONR'R", -C(0)R', -NR"C(0)R', -NR'-C((»NR ,, R , '\ perfluoro(Ci- 

10 C4)alkoxy, and perfluoro(Ci-C4)alkyl, wherein R', R" and R'" ate each independently 

1 1 selected from the group consisting of, (d-C8)alkyl, (C2-C8)heteroalkyl, unsubstituted 

12 aryl, unsubstituted heteroaryl, (unsubstituted aryl)-(Ci -Chalky 1, and\jinsubstituted 

1 3 aryl)oxy-(C x -C 4 )alkyh 

1 90. The composition of Claim 79, wherein said compound is 
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91. A method of treating^ inflammatory or immune condition or disease 
in a subject, said method comprising ^npnistaing to a subject in need of such treatment 
a therapeutically effective amount of a compound having the formula (I): 



Y? 



■Q 



wherein 

X is a m^friber selected from the group consisting of a bond, -C(O)-, 
-C(R 5 )(R 6 )-, -C(R 5 )=/s(0)-, -S(0) 2 - and -N=; 

Z is/a member selected from the group consisting of a bond, — N=, -O-, -S-, 
-N(R 17 )- and -Cj£K 7 )==, with the proviso that X and Z are not both a bond; 

is a member selected from the group consisting of a bond, C(0)-(Cr 
C8)alkylen^(Ci-C8)alkylene and (C2-Cg)heteroalkylene; 

Q is a member selected from the group consisting of a bond, (Ci- 
C 8 )alkvlene, (C 2 -C 8 )heteroalkylene, -C(O)-, -OC(O)-, -N(R 8 )C(0)-, -CH 2 CO-, ~CH 2 SO- 
and7CH 2 S0 2 -; 

optionally L and Q can be linked together to form a 5- or 6-membered 
heterocyclic group having from 1 to 3 heteroatoms; 
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^ and R 2 are members independently selected from the group consisting 
of H, (Ci-C8)alky\ (C2-C8)heteroalkyl, aryl and heteroaryl, or optionally are combined to 
form a 3 to 8-memDWred ring having from 0 to 2 heteroatoms as ring vertices; 

optionally R 2 and L can be linked together to form a 5- or 6-membered 
heterocyclic group having from 1 to 4 heteroatoms; 

R 3 is a member selected from the group consisting of hydroxy, (Ci- 
Cg)alkoxy, amino, (Ci-C 8 )aUcylamino, di(Ci-C8)alkylamino, (C2-C8)heteroalkyl, (C3- 
C 9 )heterocyclyl, (Ci-C8)acylamino, amidino, guanidino, ureido, cyano, heteroaryl, 
-CONR 9 R 10 and -C0 2 R u ; \ 

R 4 is a member selected from the group consisting of (Ci-C2o)alkyl, (C 2 - 
C2o)heteroalkyl, heteroaryl, aryl, hetVoaryl(Ci-C6)alkyl, heteroaryl(C2-C6)heteroalkyl, 
aryl(Ci-C 6 )alkyl and aryl(C 2 -C 6 )hetertf)alkyl; 

R 5 and R 6 are each members independently selected from the group 
consisting of H, (Ci-C8)alkyl, (C2-Cs)heteiWl/y| heteroaryl and aryl, or optionally R 5 
and R 6 are combined to form a 3- to 7-membVred ring; 

R 7 and R 8 are each members independently selected from the group 
consisting of H, (Ci-C8)alkyl, (C2-C8)heteroalkyl\heteroaryl and aryl, 

each R 9 , R 10 and R 11 is independents selected from the group consisting 
of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, heteroaryl, am, heteroaryl(Ci-C 6 )alkyl, 
heteroaryl(C2-C8)heteroalkyl, aryl(Ci-C8)alkyl and arylQC 2 -C8)heteroalkyl; 

Y 1 and Y 2 are each members independent^ selected from the group 
consisting of -C(R 12 )=, -N= -O-, -S- and -N(R 13 )-; \ 

Y 3 is a member selected from the group consisting of N and C wherein the 
carbon atom shares a double bond with either Z or Y 4 ; and \ 

Y 4 is a member selected from the group consistingW -N(R 14 )-, -C(R 14 )=, 
-N= and -N(R 14 )-C(R 15 )(R 16 )-, wherein \ 

each R 12 is a member independently selected from the group consisting of 
H, halogen, hydroxy, amino, alkylamino, dialkylamino, (Ci-Cs)alkyl, (Ot-C 8 )heteroalkyl, 
heteroaryl and aryl, or optionally when Y 1 and Y 2 are both -C(R l2 )= the two R 12 groups 
can be combined to form a substituted or unsubstituted 5- to 6-membered cytloalkyl, 
heterocycloalkyl, aryl or heteroaryl ring; or optionally when Y 1 is -C(R 12 )= and X is - 
C(R 5 )= or -C(R 5 )(R 6 )-, R 12 and R 5 can be combined to form a substituted or unsmbstituted 
5- to 6-membered cycloalkyl, heterocycloalkyl, aryl or heteroaryl ring; \ 

R 13 is a member selected from the group consisting of H, (Ci-C8)alkA 
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(fc 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C6)alkyl, heteroaryl(C 2 -C 8 )heteroalkyl, 
ary^Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl; 

\ R 14 is a member selected from the group consisting of (Ci-Cg)alkyl, (C 2 - 

C 8 )heterkalkyl, aryl(Ci-C 8 )alkyl, aryl(C 2 -C 8 )heteroalkyl, heteroaryl(C r C 8 )alkyl, 
heteroaryl(Sb«C 8 )heteroalkyl, heteroaryl and aryl; 

\R 15 and R 16 are each members independently selected from the group 
consisting of H,\c r C 8 )alkyl and (C 2 -C 8 )heteroalkyl; and 

R 17 rs a member selected from the group consisting of H, (Ci-C 8 )alkyl, 
(C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C 6 )alkyl, heteroaryl(C 2 -C 8 )heteroalkyl, 
aryl(Ci-C 8 )alkyl and ai^/C 2 -C 8 )heteroalkyl, or optionally when Y 2 is -C(R 12 )= or - 
N(R 13 )-, R 17 can be combined with R 12 or R 13 to form a substituted or unsubstituted 5- to 
6-membered cycloalkyl, hetenKjycloalkyl, aryl or heteroaryl ring; 

with the proviso mat when the Y 3 -containing ring system is a 
quinazolinone or quinolinone ring\ystem,^nd R 4 -Q- is substituted or unsubstituted (C5- 
Ci 5 )alkyl, then R 3 -L- is other than substitute! or unsubstituted (C 2 -C 8 )alkylene or a 
substituted or unsubstituted (C 2 -C 8 )heteroalM^bne attached to -NR'R", wherein R' and 
R" are independently selected from the gro^p consisting of hydrogen and (Ci-C 8 )alkyl, or 
optionally are combined with the nitrogen atorp to which each is attached to form a 5-, 6- 
or 7-membered ring. 

92. The method of Claim 91, wherei^aid compound is administered 
orally, parenterally or topically. 

93. The method of Claim 91, wherein said compound modulates CXCR3. 

94. The method of Claim 91, wherein said compound is a CXCR3 

antagonist. 

95. The method of Claim 91, wherein said inflammatory or immune 
condition or disease is selected from the group consisting of neurodegenerative diseases, 
multiple sclerosis, systemic lupus erythematosus, rheumatoid arthritis, atherosclerosis, 
encephalitis, meningitis, hepatitis, nephritis, sepsis, sarcoidosis, psoriasis, eczVia, 
uticaria, type I diabetes, asthma, conjunctivitis, otitis, allergic rhinitis, chronic obstructive 
pulmonary disease, sinusitis, dermatitis, inflammatory bowel disease, ulcerative coWis, 
Crohn's disease, Behcet's syndrome, gout, cancer, viral infections, bacterial infection^. 
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8 Ofgan transplant conditions and skin transplant conditions. 

1 \ 96. The method of Claim 91, wherein said compound is administered in 

2 conciliation with a second therapeutic agent, wherein said second therapeutic agent is 

3 useful foi\reating or preventing neurodegenerative diseases, multiple sclerosis, systemic 

4 lupus erythematosus, rheumatoid arthritis, atherosclerosis, encephalitis, meningitis, 

5 hepatitis, nephritis, sepsis, sarcoidosis, psoriasis, eczema, uticaria, type I diabetes, 

6 asthma, conjunctivitis, otitis, allergic rhinitis, chronic obstructive pulmonary disease, 

7 sinusitis, dermatitis, inflammatory bowel disease, ulcerative colitis, Crohn's disease, 

8 Behcet's syndrome, gotrt, cancer, viral infections, bacterial infections, organ transplant 

9 conditions or skin transplant conditions. 



**** 

M 

m 



5 f~ 
s 

r*"~ 

Pi! 
s if 

m 



i 

2 
3 



4 

5 
6 
7 
8 
9 

10 
11 
12 
13 
14 
15 
16 
17 
18 



97. A method df treating a CXCR3 -mediated condition or disease in a 
subject, said method comprising^dministering to a subject in need of such treatment a 
therapeutically effective amount of\compound having the formula (I): 



wherein 

X is a member selected from the group consisting of a bond, -C(O)-, 
-C(R 5 )(R 6 )-, -C(R 5 )= -S(O)-, -S(0) 2 - and -N=; 

Z is a member selected from the group consisting of a bond, -N=, -O-, -S-, 
-N(R 17 )- and -C(R 7 )=, with the proviso that X and Z are not bothVbond; 

L is a member selected from the group consisting of a^jond, C(0)-(Ci- 
C8)alkylene, (Ci-C8)alkylene and (C 2 -Cs)heteroalkylene; 

Q is a member selected from the group consisting of a bon^L (Ci- 
C 8 )alkylene, (C 2 -C 8 )heteroalkylene, -C(O)-, -OC(O)-, -N(R 8 )C(0)-, -CH 2 c\, -CH 2 SO- 
and -CH 2 S0 2 -; 

optionally L and Q can be linked together to form a 5- or 6-membe^d 
heterocyclic group having from 1 to 3 heteroatoms; 

R 1 and R 2 are members independently selected from the group consisting 
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*H, (d-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, aryl and heteroaryl, or optionally are combined to 

fon^i a 3 to*8-membered ring having from 0 to 2 hetero atoms as ring vertices; 

optionally R 2 and L can be linked together to form a 5- or 6-membered 

heterocyclic group having from 1 to 4 heteroatoms; 

R 3 is a member selected from the group consisting of hydroxy, (Ci- 

C 8 )alkoxy, antino, (Ci-C 8 )alkylamino, di(Ci-C 8 )alkylamino, (C 2 -C 8 )heteroalkyl, (C 3 - 

C9)heterocyclyl\Ci-C 8 )acylamino, amidino, guanidino, ureido, cyano, heteroaryl, 

-CONR 9 R 10 and -GD2R 1 1 ; 

R 4 is a^member selected from the group consisting of (Ci-C 2 o)alkyl, (C 2 - 

C 2 o)heteroalkyl, heteroaWl, aryl, heteroaryl(Ci-C 6 )alkyl, heteroaryl(C 2 -C 6 )heteroalkyl, 

aryl(C 1 -C 6 )alkyl and ary l(G^ 6 )heteroalkyl; 

R 5 and R 6 are each members independently selected from the group 

consisting of H, (Ci-C 8 )alkyl, ((VC 8 )heteroalkyl, heteroaryl and aryl, or optionally R 5 

and R 6 are combined to form a 3- to 7-membered ring; 

R 7 and R 8 are each members independently selected from the group 

consisting of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heterollkkl, heteroaryl and aryl, 

each R 9 , R 10 and R 11 is indepJo^S^tly selected from the group consisting 

of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, heterdaryl, aryl, heteroaryl(Ci-C 6 )alkyl, 

\ 

heteroaryl(C 2 -C 8 )heteroalkyl, aryl(Ci-C 8 )alkyl and^aryl(C 2 -C 8 )heteroalkyl; 

Y 1 and Y 2 are each members independently selected from the group 
consisting of -C(R 12 )=, -N= -0-, -S- and -N(R 13 )-; \ 

Y 3 is a member selected from the group consisting of N and C wherein the 
carbon atom shares a double bond with either Z or Y 4 ; and\^ 

Y is a member selected from the group consisting of -N(R 14 )-, -C(R 14 )= 
-N= and -N(R l4 )-C(R 15 )(R 16 )-, wherein \ 

each R 12 is a member independently selected from the group consisting of 
H, halogen, hydroxy, amino, alkylamino, dialkylamino, (Ci-C 8 )alkyl\c 2 -C 8 )heteroalkyl, 
heteroaryl and aryl, or optionally when Y 1 and Y 2 are both -C(R 12 )= theUwo R 12 groups 
can be combined to form a substituted or unsubstituted 5- to 6-membered cvcloalkyl, 
heterocycloalkyl, aryl or heteroaryl ring; or optionally when Y 1 is -C(R 12 )= and X is - 
C(R 5 )= or -C(R 5 )(R 6 )-, R 12 and R 5 can be combined to form a substituted or unsubstituted 
5- to 6-membered cycloalkyl, heterocycloalkyl, aryl or heteroaryl ring; 

R 13 is a member selected from the group consisting of H, (Ci-C 8 )alkyl^ 
(C 2 -C 8 )heteroalkyl, heteroaryl, aryl, heteroaryl(Ci-C6)alkyl, heteroaryl(C 2 -C 8 )heteroalk5 
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rt(Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl; 

R 14 is a member selected from the group consisting of (Ci-C8)alkyl, (C2- 
C 8 )heteroalkyl, aryl(Ci-C 8 )alkyl, aryl(C 2 -C 8 )heteroalkyl, heteroaryl(Ci-C 8 )alkyl, 
heteroaVl(C2-C 8 )heteroalkyl, heteroaryl and aryl; 

R 15 and R 16 are each members independently selected from the group 
consisting o\H, (C|-C 8 )alkyl and (C2-C 8 )heteroalkyl; and 

L 17 is a member selected from the group consisting of H, (Ci-C 8 )alkyl, 
(C2-C 8 )heteroallVl, heteroaryl, aryl, heteroaryl(Ci-C6)alkyl, heteroaryl(C2-C 8 )heteroalkyl, 
aryl(Ci-C 8 )alkyl and aryl(C 2 -C 8 )heteroalkyl, or optionally when Y 2 is -C(R I2 )= or - 
N(R ,J K R 

can be combined with R or R to form a substituted or unsubstituted 5- to 
6-membered cycloalky\ heterocycloalkyl, aryl or heteroaryl ring; 

with the proviso that when the Y 3 -containing ring system is a 
quinazolinone or quinolinone ring system, and R 4 -Q- is substituted or unsubstituted (C 5 - 
Ci 5 )alkyl, then R 3 -L- is other man substituted or unsubstituted (C2-C8)alkylene or a 
substituted or unsubstituted (C2-*C8)heteroalkylene attached to -NR'R", wherein R' and 
R" are independently selected froAthe group consisting of hydrogen and (Ci-Cg)alkyl, or 
optionally are combined with the nitrogen at^rrp to which each is attached to form a 5-, 6- 
or 7-membered ring. 



98. A method in accordanc^Swith Claim 97, wherein Y 4 is -N(R 14 )- 



wherein R 14 is selected from the group consisting of aryl and heteroaryl. 



99. A method in accordance with (Claim 97, wherein X is -C(O)-. 



100. A method in accordance with\!laim 97, wherein Z is -N= 



1 

2 
3 



101. A method in accordance with Claim 97, wherein Y 1 and Y 2 are 
each -C(R 12 )=, wherein the two R 12 groups are combined tts( form a fused 6-membered 
aryl or heteroaryl ring. 



1 102. A method in accordance with Claim 97, wherein X is -C(O)-; Z is 

2 -N=; Y 3 is C; and Y 1 and Y 2 are each -C(R 12 )= wherein the two lo^ groups are combined 

3 to form a fused 6-membered substituted or unsubstituted aryl or heteroaryl ring. 



103. A method in accordance with Claim 97, wherein K is (Ci 



Cs)alkylene. 
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k04. A method in accordance with Claim 97, wherein Q is -C(O)-. 

103L A method in accordance with Claim 97, wherein R 4 is selected 
from the group consisting of (C5-Ci5)alkyl, substituted or unsubstituted phenyl and 
biphenyl. 

106. A method in accordance with Claim 97, wherein R 3 is selected 
from the group consisting, of (Ci-C8)alkoxy, (Ci-Cg)alkylamino, di(Ci-C8)alkylamino, 
(C2-C8)heteroalkyl, (C3-C<^heterocyclyl, (Ci-C8)acylamino, cyano, heteroaryl, 
-CONR 9 R ,0 and -C0 2 R u . 

107. A method in accordance with Claim 97, wherein R 1 and R 2 are 
independently selected from the\group consisting of H and (Ci-C4)alkyl. 

108. A method i iV accordance with Claim 97, wherein Y 3 is C and the 
carbon atom shares a double bond with Z. 

109. A method in acdordai^eWith Claim 97, wherein the Y 3 -containing 
ring system is selected from the group ccmsisti/ie of quinoline, quinazoline, naphthalene, 
quinolinone, quinazolinone, triazolinone, Wmnidin-4-one, benzimidazole, thiazole, 
imidazole, pyridine, pyrazine and benzodiazepine. 

' • 110. A method in accordanc\ with Claim 97, wherein said compound 
has the formula (III): 



< R a>n 



v \ R 14 



X A 4 N^A-R 2 



R 4 -Q' N \-R 3 
III 

wherein 

A 4 is C or N; 

X is -CO-, -CH 2 - or a bond; 

R 1 and R 2 are each members independently selected from the group consisting of 
Hand (Ci-C 4 )alkyl; 

R 14 is a substituted or unsubstituted member selected frdm the group consisting of 
phenyl, pyridyl, thiazolyl, thienyl and pyrimidinyf 
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12 Sis -CO-; 

13 Lft5(Ci-C 8 )alkylene; 

14 the subscript n is an integer of from 0 to 4; and 

15 each Rjyis independently selected from the group consisting of halogen, -OR', 

16 -6C(0)R\ -NR'R", -SR\ -R\ -CN, -N0 2 , -C0 2 R\ -CONR'R", -C(0)R\ 

17 -OQO)NR'R", -NR"C(0)R\ -NR"C(0) 2 R\ ,-NR'-C(0)NR"R"\ 

18 -NH-qNH 2 )-NH, -NR'C(NH 2 )=NH, -NH-C(NH 2 )=NR\ -S(0)R\ - 

1 9 S(0) 2 r\s(0) 2 NR'R", -N 3 , -CH(Ph) 2 , perfluoro(C i -C 4 )alkoxy, and 

20 perfluoro(Gj-C4)alkyl, wherein R\ R" and R'" are each independently 

21 selected fronrrthe group consisting of H, (Ci-C 8 )alkyl, (C 2 -C 8 )heteroalkyl, 

22 unsubstituted aryl, unsubstituted heteroaryl, (unsubstituted aryl)-(Ci- 

23 C 4 )alkyl, and (unsubstituted aryl)oxy-(Ci-C4)alkyl. 

1 1 1 1 . A method in accordance with Claim 110, wherein X is -C(O)-. 

1 112. A method in accoWance with Claim 110, wherein X is -CH 2 -. 

1 1 13. A method in accordance witJ Claim 110, wherein X is a bond. 

1 114. A method in accordancewith Claim 110, wherein R 4 is substituted 

2 or unsubstituted benzyl, wherein said substituents\are selected from the group consisting 

3 of halogen, halo(Ci-C4)alkyl, halo(Ci-C4)alkoxy, cyano, nitro, and phenyl. 

1 115. A method in accordance with Claim 110, wherein R 14 is selected 

2 from the group consisting of substituted phenyl, substituted pyridyl, substituted thiazolyl 

3 and substituted thienyl, wherein the substituents are selectedyfrom the group consisting of 

4 cyano, halogen, (Ci-C 8 )alkoxy, (C r C 8 )alkyl, (C 2 -C 8 )heteroattVl, CONH 2 , 

5 methylenedioxy and ethylenedioxy. \ 

1 116. A method in accordance with Claim 110, wherein R 1 is selected 

2 from the group consisting of methyl, ethyl and propyl, and R 2 is hydrogen. 

1 1 17. A method in accordance with Claim 110, wherein and R 2 are 

2 each methyl. \ 

1 1 18. A method in accordance with Claim 110, wherein R 3 is sheeted 

2 from the group consisting of substituted or unsubstituted pyridyl and substituted ot 
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lsubstituted imidazolyl. 
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119. A method in accordance with Claim 110, wherein L is (Ci 



C 4 )allcylene. 



120. A method in accordance with Claim 110, wherein X is -CO-; R 1 
and R 2 are each independently selected from the group consisting of H, methyl and ethyl; 
R 14 is selected\r° m the group consisting of substituted or unsubstituted phenyl; Q is - 
CO-; L is methylene, ethylene or propylene, R 3 is selected from the group consisting of 
substituted or unsubstituted pyridyl and substituted or unsubstituted imidazolyl; R 4 is 
substituted or unsubs\tuted benzyl, wherein said substituents are selected from the group 
consisting of halogen, Hklo(Ci-C4)alkyl, halo(Ci-C4)alkoxy, cyano, nitro, and phenyl; and 
each R a is selected from tfte group consisting of halogen, -OR', -OC(0)R', -NR'R", -SR', 
-R', -CN, -N0 2 , -C0 2 R', -CCDNR'R", -C(0)R', -NR"C(0)R', -NR'-C(0)NR"R"\ 
perfluoro(Ci-C4)alkoxy, and perfluoroCCi-COalkyl, wherein R', R" and R"' are each 
independently selected from the group consisting of H, (Ci-C8)alkyl, (C2-Cs)heteroalkyl, 
unsubstituted aryl, unsubstituted heNeroary/ (ijnsubstituted aryl)-(Ci-C4)alkyl, and 
(unsubstituted aryl)oxy-(Ci-C4)alkyl. 

121. The method of Clahji 110, wherein said compound is selected from 
the group consisting of: 
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1 i£2. A method in accordance with Claim 97, wherein said CXCR3- 

2 mediated conditio^ is selected from the group consisting of neurodegenerative diseases, 

3 multiple sclerosis, systemic lupus erythematosus, rheumatoid arthritis, atherosclerosis, 

4 encephalitis, meningitrs, hepatitis, nephritis, sepsis, sarcoidosis, psoriasis, eczema, 

5 uticaria, type I diabetes, asthma, conjunctivitis, otitis, allergic rhinitis, chronic obstructive 

6 pulmonary disease, sinusiti^. dermatitis, inflammatory bowel disease, ulcerative colitis, 

7 Crohn's disease, Behcet's syndrome, gout, cancer, viral infections, bacterial infections, 

8 organ transplant conditions and\kin transplant conditions. 
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1 23. The method of Claim 97, wherein said compound modulates 



CXCR3. 
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1 124. A method in accordance w#ft Claim 110, wherein said compound 

2 is administered in combination with a secoiid thefaraeutic agent, wherein said second 

3 therapeutic agent is useful for treating neurod^ew&t/tive diseases, multiple sclerosis, 

4 systemic lupus erythematosus, rheumatoid arthritis, atherosclerosis, encephalitis, 

5 meningitis, hepatitis, nephritis, sepsis, sarcoidosis/psoriasis, eczema, uticaria, type I 

6 diabetes, asthma, conjunctivitis, otitis, allergic rhiniti^. chronic obstructive pulmonary 

7 disease, sinusitis, dermatitis, inflammatory bowel disease, ulcerative colitis, Crohn's 

8 disease, Behcet's syndrome, gout, cancer, viral infections^acterial infections, organ 

9 transplant conditions or skin transplant conditions. 



1 125. A method in accordance with Claim 124,V/herein said organ 

2 transplant condition is a bone marrow transplant condition or a soft^l organ transplant 

3 condition. 

1 126. A method in accordance with Claim 125, wherei^said solid organ 

2 transplant condition is a kidney transplant condition, a liver transplant condition, a lung 

3 transplant condition, a heart transplant condition or a pancreas transplant condition. 

1 127. A method in accordance with Claim 97, wherein said CX^R3- 

2 mediated condition is restenosis. 



1 128. A method in accordance with Claim 97, wherein said CXCR3- 

2 mediated condition is selected from the group consisting of multiple sclerosis, rheumatoid 



187 



4 • 

3 Arthritis and organ transplant conditions. 

1 \ 129. A method in accordance with Claim 110, wherein said compound 

2 is used in conjunction with another therapeutic agent selected from the group consisting 

3 of Remtaade®, Enbrel®, a COX-2 inhibitor, a glucocorticoid, an immunosuppressant, 

4 methotrexate, predisolone, azathioprine, cyclophosphamide, tacrolimus, mycophenolate, 

5 hydroxychloroquine, sulfasalazine, cyclosporine A, D-penicillamine, a gold compound, 

6 an antilympnbcyte or antithymocyte globulin, betaseron, avonex and Copaxone. 

1 1:80. A method in accordance with Claim 110, wherein said CXCR3- 

2 mediated conditio*! is an organ transplant condition and said compound is used alone or in 

3 combination with a second therapeutic agent selected from the group consisting of 

4 cyclosporine A, FK-56|6, ran^mycin, mycophenolate, prednisolone, azathioprene, 

5 cyclophosphamide and an antflymphocyte globulin. 

1 131. A mMhod in accordance with Claim 110, wherein said CXCR3- 

2 mediated condition is rheumatoid arthritis and said compound is used alone or in 

3 combination with a second therapeutic agent selected from the group consisting of 

4 methotrexate, sulfasalazine, hydroxychloroquine, cyclosporine A, D-penicillamine, 

5 Remicade®, Enbrel®, auranofm and aurothioglucose. 

1 132. A method in accordance with Claim 110, wherein said CXCR3- 

2 mediated condition is multiple sclerosisVnd said compound is used alone or in 

3 combination with a second therapeutic agent selected from the group consisting of 

4 betaseron, avonex, azathioprene, capoxone, Prednisolone and cyclophosphamide. 

1 133. The method of Claim 1 lV wherein said subject is a human. 

1 134. A method for the modulation of CXCR3 function in a cell, 

2 comprising contacting said cell with a compound orClaim 1. 

1 135. A method for the modulation of (EXCR3 function, comprising 

2 contacting a CXCR3 protein with a compound of Claim K 
3 
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